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EXPRESSION OF ENDOGENOUS PRESENILE 1 ^ WWCAT 
CEOS * i trWrnnan'.N Tntf' " ^ 1 •; 
X~ £ , M p Vrtek 2 aid d Gouts'. 'Depi of Psychiatry, 
SUNY at Stony Brook, Stony Brook, NY '117*. <Dept 
Neurology, Duke University Medical Center, NC 27710 

to LsTussues and cdl cultures, the amount of presenflm IffSl) .s 
JStawami often no, detect by Westen, bUrt anaiy^s or 
„7— ^uorescence techniques. A ^^levd of 

egression of endogenous presemlin was VT^^T^ '£ 
We showed now that PSl » also tagWy expressed 
ELfcWy and on .he cdl surface in J^"' ™ 

"co»centnd*d at the surface of toeffipodia, and » !««*'•«*• 
^Xof la-eHipodia in Jurkat cdls adh«d on a a.N*» 
matrix Cell surface PSl formed complexes wuh acm>+md«g 
fuamh, (ABP-280) which is known to medate ceO adhesion 
^motility IUOTES (8^ protein of cytokme ta-y)-^ 
SI ^expression of "^J^JZtSZ 
manner. Our results suggest that PSl represent a nova *u 

molecule in T cells. H«,hh and 

This work was supported by National Institute of Health and 

Alzheimer's Association 



The majority of early-onset familial ^zheimf^s^ ; 14 and 

mut anonsTiwo rehucd g^.thcp^l- i^^^PSl is supposed" 
the presenilin 2 (PS2) gene on chromosomcl^ ™ "^^ vdc — FuU-tength 

PSl ^Pnx-lyu^^^ : ^„!^r^^ the rat brain and 
C r^S wSi cells only the PSl -fragments but no 
untransfected human SH-MJi w*™ fragments might be the 

full-length PSl are detectable which neurons of ret brain, 

Zak& active form of the r^^S^^X^^ within the 
PSl is localized predorrunanUy in rat brain the PSl- 

cell bodies and dendrites and to a small exient mi iwns. in small 
^gments are associated ""j^ttrSTS fragments of 

synaptic vesicles. Thus, it is h ^ n ^ di ^^ ro i eE in the cells while remaining 
PSl might form a ^^^^to on PSl expression in 

associated. In order to ^^J^^ ^tLsitciai SH-SY5Y cells were 
SH-SY5Y cells. ^F) a,d PS 1 ^press.on and processing ware 

stimulated by nerve growth factor £ G ?J^ ™ pF^j ^ production of NTF 
compared. The results suggest that ^^7^ u t^^ lsms Trach are NGF- 
andCIT are developmentally regulated ^J^SS^M^ *™ «* 



SflidP* K MjTllYjm^T iwgg^ ^ ^ p^ys. Sa., Japan 

Univ. of Tokyo 2 RIKEN Brain hci . wsv j> ™ -nearly -onset familial 
Mutations in presemhn fPSl ^^ 2 > ^^ m brane protein 
Alzheimer' s disease (FAD). PS is a po wj » | carboxyl (Q- term"" 
that spans membrane 8 ^^^f^^J N^and O 
oriented to the cyjP^ K £^S«d cDNAfencoding 
terminal portions of PS2 for its functions ^terminal 

domains and examined ^^^J^^ ceUstransfected with these 
weUassecretionof AB"»CO s °rneuro2^ f fte N . ten ntnal 20 a.a. 
genes. PS2 lacking the acidic stretch domaio oi^ 
(PS2A1AS) was processed » form a^oner N treatment, 
which had a long half -life as rc ^~^> ^ PS27dAS increased 
whereas the whole PS2UAS ^J^f^t^^^-^ < n > 
the production of AB42 at comparaWe levds to ™J* and 37 

mt PS2. to contrast.C-term.nal , ^TSSlSd^S processed to 
a.a. (PS2388sto P and PS241 ^^^Z were" short-Uved 
produce shorter CTF in N ^^. a ™ 0 £ t mCT ease the production 
Notably, m tPS238Kstop orP«41^P ^^Tevel/to those in 
of AB42, and the levelsof J««te ^ (i) the C-terminal 

ceUs expressing fl *l PS2- I ^."^^^ mocessine and AB42 promoting 
domain of PS2 is required f« «"2225S ^etch d<>main isnot 
effects caused by mutation; < u >^ te ™^2 promo&ig effects; (ui) 

S^^^^^bnorS 

^ of PS 

may play an important role. 
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Uaivmiti, Nenrop.tl.olog>- Ub, School of M«"ci«, « 
Mutations in m-aW-1 c "°«' ve ."Lj^ ^JK5^b. »«osom.l 
. Ahheimert Di««. • conditioo «dk swere dB, ^" 1 ^^ nlu l t forms of 

.rh. pro«i, Transgenic m,« -^"'''t^'.r^W «SLd ' 

• - ..mutfflion (PM) ot the exon 9 ^^""""^Jl,^ were used to 

measure n» imoam of LT?. « cenuur m<w Sympses in 

..etectr«»phy.k»logic»l pamneters in PM, DL .^"^^"fe^er- 

-commissur.1 fibers and monnored usmg » «^'^ f ^ ^ a 

■ .FoUowing teunic stimutation, the amount of pmnwon »« g«w» . 

animals manifested H9±4.3 l r «^ . ' M WT> p<o.05). 
> pc^tiation at 30 minutes ^ « «J picrotoxin, S was 
interestingly, in the presence of the G ABA ' t A hi ^^ o b ^ % was not different 
en^cedmo^tr^ DM: ,52^.2. 

among the three groups (WT:143±3.8, N IB. rm.i ^ . ^ 

'^T'LTVTt PoLi^ uTSr inhibitor, ton,, - 

of LTP - ''.If^ LTPbTntunrnt tissue be beneficial to affected 
S£2^££? "wST^ NINDS. Miners Cn^-bte 

foundation). 

Society for Neuroscience, Volume 24, 1998 



S-PRESENHJM MODEL SYSTEMS 

humiin PSl or mutant h ^J S 'r^^„o spatial memnry 
Behavioral «P«g« « ^ SgSceVSfe monU^s of 
tmpairmenl in Ml^ uu ^^^" g transgenic 0 r non-transgemc 
aw compared to age-matclteo wuo W J seen in 7 month 
Annates. Smaarly.^cooflmvetm^m^ ^ 
old M146L.mu.aujd PSl trar^gemc rn.ee a ona „ during 

when compared lo non-rransgen.c h ^^£S£niaon ask 
the miualmunme penod ^ » 'K^^'SSSSx did no, 
(working memory). 8 month old ^Jf^f? L^cf-matched wild type 
differ in meir performance T*"^^,^ Tdministnmon of 
uansgenic or «™-^ enK 2 ,n ^f ™,f Srfno difference in 
scopSlamine. chlord^zepox.de ^ MM"I ' r^genic 
sensiuvity to the disrupuve effect of tedule. Th«e 

and non4»genic mice woA.ng under to •g^^g ^ d(W . s n01 
Hun MiDeesl that the presence of the Ml4t»L r»i muu. 

imr^rments in mice rftta age range. 
Supported by SPR1 



